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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Q = O or NR3 ; X = covalent bond, -0-, -S-, or -NR3 ; Rl 
independently = Arl, Arl-alkyl, and di (Ar 1 ) -alkyl ; R2 = Ar2, Ar2-alkyl, 
di (Ar2) -alkyl Hetl, Hetl-alkyl; R3 independently = H or alkyl; Y = 
covalent bond, -CO-, -S02-, >C:CHR or >C:NR, wherein R = H, CN or N02; M 
independently = covalent bond, (un) substituted-alkyl, - (un) saturated 
carbocycle; L = H, alkyloxy, Ar3oxy, alkylamine, etc.; Arl = 
(un) substituted phenyl; Ar2 = (un) substituted naphthalenyl or Ph with 
substituent ( s ) selected from halo, alkyl, CN, aminocarbonyl , and alkyloxy; 
Ar3 = (un) substituted naphthalenyl or Ph with substituent ( s ) selected from 
halo, alkyl, CN, amino, alkyloxy, OH, pyridinyl, etc.; Hetl = monocyclic 
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heterocyclic radical selected from pyrrolyl, pyrazolyl, imidazolyl, 
furanyl, etc.; m = 1 or 2 provided that if m = 2, then n = 1; n = 0-2; p = 
1-2; q = 0-1] and their pharmaceutically acceptable salts having 
neurokinin antagonistic activity, in particular NK1 antagonistic activity, 
their preparation, compns . comprising them and their use as a medicine, in 
particular for the treatment of pain, emesis, anxiety, depression and IBS 
are disclosed. Thus, e.g., II was prepared via resolution of intermediate III 
(preparation given) , de-N-benzylation, and reaction with 4-oxoazepan-l- 
carboxylic acid tert-Bu ester. The receptor binding values (pIC50) for 
the h-NKl ranges for all compds . according to the invention between 10 and 
6. In view of their capability to antagonize the actions of tachykinins 
by blocking the neurokinin receptors, and in particular antagonizing the 
actions of substance P and Neurokinin B by blocking the NK1, NK2 and NK3 
receptors, the compds. according to the invention are useful as a 
medicine, in particular in the prophylactic and therapeutic treatment of 
tachykinin-mediated conditions, such as, for instance CNS disorders, in 
particular schizoaffective disorders, depression, anxiety disorders, 
stress-related disorders, sleep disorders, cognitive disorders, 
personality disorders, eating disorders, neurodegenerative diseases, 
addiction disorders, mood disorders, sexual dysfunction, pain and other 
CNS-related conditions ; inflammation ; allergic disorders ; emesis ; 
gastrointestinal disorders, in particular irritable bowel syndrome (IBS); 
skin disorders ; vasospastic diseases ; fibrosing and collagen diseases ; 
disorders related to immune enhancement or suppression and rheumatic 
diseases and body weight control. 
IT 717129-41-4P 717129-45-8P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 
(drug candidate; stereoselective preparation of 

piperidinylpiperazinylazepanes with tachykinin antagonist activity) 
RN 717129-41-4 CAPLUS 

CN lH-Azepine-l-carboxylic acid, 4- [4- [ (2R, 4S) -1- [3, 5- 

bis (trif luoromethyl ) benzoyl] -2- (phenylmethyl ) -4-piper idinyl ] -1- 
piperazinyl ] hexahydro-, 1 , 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 717129-45-8 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -4- [4- (hexahydro-lH-azepin- 
4-yl) -1-piperazinyl] -2- (phenylmethyl) -, (2R, 4S)- (9CI) (CA INDEX NAME) 



Page 3 



10/540, 456 



Absolute stereochemistry. 



HN 




CF 3 



IT 717129-49-2P 717129-54-9P 717129-58-3P 
717129-64-1P 717129-68-5P 717129-70-9P 
717129-74-3P 717129-77-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; stereoselective preparation of 



piperidinylpiperazinylazepanes with tachykinin antagonist activity) 



RN 717129-49-2 CAPLUS 
CN lH-Azepine, l-benzoyl-4- [4- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 

(phenylmethyl)-4-piperidinyl]-l-piperazinyl]hexahydro- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



RN 717129-54-9 CAPLUS 

CN lH-Azepine-l-carboxylic acid, 4- [4- [ (2R, 4S) -1- [3, 5- 

bis (trif luoromethyl ) benzoyl] -2- (phenylmethyl ) -4-piperidinyl ] -1- 
piperazinyl] hexahydro-, ethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 




CF3 
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RN 717129-58-3 CAPLUS 

CN lH-Azepine, 4- [4- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 
(phenylmethyl ) -4-piperidinyl ] -1-piperazinyl ] -1- (3,4- 
difluorobenzoyl)hexahydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 717129-64-1 CAPLUS 

CN lH-Azepine, 4- [4- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl ] -2- 

(phenylmethyl ) -4-piperidinyl] -1-piperazinyl] -1- (3-f luorobenzoyl) hexahydro- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 717129-68-5 CAPLUS 

CN lH-Azepine, 4- [4- [ (2R, 4S) -1- [3, 5-bis (tr if luoromethyl ) benzoyl ] -2- 
(phenylmethyl ) -4-piperidinyl ] -1-piperazinyl ] -1- (3- 
f ur anylcarbony 1 ) hexahydr o- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 717129-70-9 CAPLUS 

CN lH-Azepine, 4- [4- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl ] -2- 

(phenylmethyl ) -4-piperidinyl] -1-piperazinyl] hexahydro-1- [ (5-methyl-3- 
isoxazolyl) carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Page 6 



10/540, 456 




RN 717129-77-6 CAPLUS 

CN lH-Azepine, 4- [4- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl ] -2- 

(phenylmethyl ) -4-piperidinyl ] -1-piperazinyl ] -1- [ (1, 3-dimethyl-lH-pyrazol-5- 
yl)carbonyl]hexahydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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